Supplementary Data 1
Fig. S1: Quantification of caspase 3/7 activity in HCAEC microvessels up to 8 days culture (A) HCAEC microvessels were stained for caspase 3/7 at different time points during regular culture (left) or after a 2 h incubation with 1 µM staurosporine. (B) Quantification of the number of caspase 3/7 positive HCAEC cells (N=1, n = 4). (C) Quantification of the total number of HCAEC nuclei (N=1, n = 4). Bars represent average + standard deviation. No statistical analysis given N=1. doi:10.14573/altex.1811301s 
Fig. S2: Heatmap of FC of mRNA transcripts coding for adhesion molecules in HCAEC microvessels treated with TNFα for 4 and 16 h
Heatmap of adhesion molecule-encoding gene expression FCs (as a log2 scale) comparing the effect of TNFα relative to VC. The symbol "X" in the heatmap indicates that the FC is statistically significant (FDR ≤ 0.05).
Fig. S3: Effect of serum content in medium on the viability and number of HCAECs in microvessels
The viability and number of HCAECs within microvessels was assessed using the WST-8 enzymatic assay (A-D) and by counting Hoechst-stained nuclei (E-H) after 4 and 24 h exposure to low (0.5%) or normal (5%) serum content in culture medium followed by 4 or 16 h exposure to TNFα diluted in low (0.5%), normal (5%) and high (10%) serum content after medium change as illustrated by an arrow. WST-8 absorbance was measured 30 min after the addition of the reagent. RPMI medium was supplemented with 0.5% or 10% FBS. Bars represent the mean + SD, and all WST-8 enzymatic activity values are normalized to the MV2 0 pg/mL TNFα condition. N = 1 independent experiment, n = 3-5.
Fig. S4: Effect of 3R4F-and THS 2.2-conditioned media on the viability and number of HCAECs in microvessels (A)
The viability and proliferation of HCAECs forming the microvessels was assessed using the WST-8 enzymatic assay after 4 and 16 h of conditioned medium exposure. WST-8 absorbance was measured 30 min after addition of the reagent (N = 2, n = 3). Data are expressed as fold change relative to the vehicle control (VC) corresponding to conditioned medium with 0 puffs/ml of aqueous extract from 3R4F smoke or THS2.2 aerosol. (B) Hoechst-stained nucleus counts in HCAEC microvessels after 4 and 16 h of conditioned medium exposure. Bars represent the mean + SD. N = 4, n = 4-6. 3R4F, reference cigarette; THS 2.2, Tobacco Heating System 2.2; B, L-buthionine-sulfoximine; E, ethacrynic acid Tab. S1: All gene sets classified by quadrant with scores significant for at least one PC Gene sets were ordered by "mean FDRs," and the top five gene sets per quadrant were extracted and highlighted in Figure 5D . ES.PC1 or 2, enrichment score for principal component 1 or 2. "ES.PC1 or 2" cells in the table are color scaled by the magnitude of the enrichment score and the sign (green: negative values, red: positive values The NPA scores associated with each SRP are reported. The leading nodes for the vascular inflammatory processes/endothelial cellmonocyte interaction subnetwork model are color-scaled by the contributions (values between 0 and 1) multiplied by the sign of differential backbone values. Grey cells correspond to non-significant NPA. * indicates a leading node, while ! indicates a non-significant backbone value. 
